PCJ/JP 2004/015205 



H :^ 111 # )T 

JAPAN PATENT OFFICE 



07.10.2004 



V> ;5, » « H - -t? ^ ^ - ^ * ^ ^ o . ^, following application as filed 

This is to certify that the annexed is a true copy of the following appiica 

with this Office. 



i& m ^ ^ B 

Date of Application: 

\h m ^ 

Application Number: 
[ST. 10/C] : 

Hi ® A 

Applicant(s): 



2003#-10^10B 

#M 2003-35281 9 
[JP2003-352819] 




} PRIORITY DOCUMENT 

i SUBMITTED OR TRANSMITTED IN 
j COMPLIANCE WITH 

j RULE 17.1(a) OR (b) 

i 



o 

o 

ui 



CO 



Commissioner, 
Japan Patent Office 



2004^10^ 40 

0> 




iE#-^ tbSE#2 0 0 4 - 3 0 8 9 



2 003-352819 



I] 



[mm] 
[mm] 

[ftSAl 

i^^xit^m 



1034536 

¥5^15:^10,^108 
A61K 39/395 

^^mmmMmmm 200 '^^mm^^mip^ 

JM-n SA 

?2^S5^"*^^^^ 1 Tg 1 3 5#ife ^n^mw^^n\H 
f JS'^SS^^ 2 TB 1 # 9 ^^mmm:^nn 

000003311 

100099759 
»^ 

03-5470-1900 
100077517 

100087871 

100087413 

100082898 

209382 
21, 000P3 

#i^^»^<^)^BI 1 

mmm 1 

IHM 1 

mmm 1 

9814920 



maE#2 004-3089102 



#M2 003-352819 



y^-V . 1/E 



♦ "5 • 



mll^if^^^ Fab. Fab' . F(ab' h tt.m.m>^X^^^^ 1 ~ 5 ^v^i^tt 

. mm. s^mm. mmm. i.SIlSk I^S^-^?SSiSS^ 

M^ffi. &mm. mmm. /ms©^^^^ b<^Mtt#M. t^ti^tLP,<^ia^t:^^ 



aiiiE#2 004-3089102 



#M 2003-352819 



1/ 



[0 0 0 1 1 
[0 0 0 2] 

^ H h #MffilHflaKPC-32=^ V tc:^^ L-C# <^ tt/i* y iJ' n - (^HMl. 24*n:#: 

) b#fiMm:*3J:(y''?^K«tc$§>g-L. mm-^i^^^m (HMi.24^m) ^^uiszze 

^i^<D\ih'WUMmmWXii-^§tMLX\^^:h:it7b^^^fifz (Goto, T^. Blood (1994) 
84, 1922) o tfz^ IW|I^ t h #iimiB)!&RPMI8226 ^ ^fil L ^ "7 ;^ l^Mll . 24tn;# 'Sr^g 

^■ir^:ztxm,mmn^Tf)mhfi^^ti>m^^fix\^^:ho ^<o'ik. m\.2m.m.(Dcmk-^ 

$tLTV^/iBst2 (Ishikawa, J^. Genomics (1995) 26, 527 ; iIl^mil<Zrm95/10536-^ 
^^) i: m~'^=}-Xih iimm Ltzo 
[0 0 0 3 1 

#fl«Wt' >^^'^m®^^C;Bv>T. HM1.24^I^7&5§imLrv^;5>i ^ J; 
(y''*LHM1.24tn;'ft:/i>-'U >/^°^M«^I^L, Wtt^J3a^^ftiBM*«te (ant ibody- 
dependent cell-mediated cytotoxicity, ADCCSI*) ^ffi#'l&^'l±^|&^#f&'a(compleme 
nt-dependent cytotoxicity, CDC^Stt) i ^/fflJ5&^#?S^4::t ^tt5^^&**l&ai- 

t^^'TjN^tLTV^^ (511^tB®<2r|iW098/35698-^<&^) o t^c. ^J&^M^K^ inter fer 
on a ^<2)V^t4y $1M1-^ i t-e. HM1.24^Il0^m*5&^ii*Pl-'2)i t5&^^B^'b>6nc•^^^•r 
is 19, tn;HM1.24^#:cD^MM*^ii5^-e^-i>^i:;{/-'5§'b>i-tC^o-CV^<5, (lI^m®<2rPg 
W002/64159-^'&^) o 
[0 0 0 41 

mi. 2mwji^5f!L^mmx<D^miimit>h fix \^^fzi,(D(D. mm. %m. 

wm. ^mm. i&mm. jffM^. Mii^s. mmm. §mm. ^^s«> h& 
jtm^. s^M^, B^M, jiiffi*^ yHmmm. mn^mm^j:t'Ti>mifhfi^o 

[0 0 0 51 
[0 0 0 61 

•^xm^ifymmKxy)^:^mm(Dm^tmij^m^E^Lx\,^^o tfriBorfc< 

[liS^r^^i-* t:tb<D^^] 
[0 0 0 71 
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[0 0 0 8] 

mI^<^^^:#^±^ ttTtgt'ft^T'^) ^ -c ^> i v>o 

[0 0 0 9] 

ltriaogL«>t{ix Fab, Fab' . F(ab' )2 t ZitiFvffifitT'^^o 

^mm. ^mm. mm. mmm. wmm. mmm. ^^--^m. ^-^i^m. m^^m 
. wmms mmm. ^mm. mmm. yi^i.^mi^m^^^v'm^'wmm. MxfK^fth<Dmj^ 

[0 0 10] 

m. M-mm. m^m. mm.m. mmm. "^-^mm. ^^m^^s, trsim^s, wm.m. mmm 

[0 0 1 1 1 
[0 0 12] 

mroio twLTM-T?^:2>o i-5fct)^, HM1.24^MSe®^HM1.24tn:M=Sr^^-t-^« 

, =EJi7u--^)\^iS:U'^M^mm'^:^^V-=->'!r-f^^h\zi:<>x^mx^:ho 
[0 0 13] 

'im<Dm^^xh^mi.2Ai3mMmMm.t\^x\t^ t: h#i&^#iiMM*-e*;2,KPMM 

2 (i|fli¥7-236475) •^KPC-32 (Goto, T. et al., Jpn. J.CHn.Hematol. (1991) 32, 14 

00) -^m^^^^h-h^x^^o tfz. Bi^WMtLxw.n^-^2K^irT^ ymmm^^^ 

^m&n. ^^VMigLHM1.24gi#*«Efai-'SJ^tr h-7'=S:#tp^y-f- ^7^-^ 
Yi:^m-t^^ti)^X^:ho 
[0 0 14] 

NA{ipUC19 <DIbammU^<om t-tf A $ tLT , 3^ 7 X ^ KpRS38-pUC19 L 

aiiE#2 004-3089102 



mm 2 0 0 3 -3 5 2 8 1 9 ^-i^ : 3/ 

m^firx^^^o i 07^7;^ 5 KpRS38-pUC19 ^^tfizB'miE. coli) ti> ¥^5^ (1993 

^) lOH 5 B#-eX||»K^^X^X«^tTW^^t*> Escherichia coli DH5a (pRS38 
-pUCl9) t L-C. Si^#-^FERM BP-4434i: tT-/i5^^>?> h ^I^JC^o'i Sl^^f6$ tLT 
^ (#P?I¥7-196694#M) o ioy^;^^ KpRS38-pUC19 l,z^tti^mm)i^M^^ri& 

[0 0 151 
[0 0 16] 

m^^m.i?BS (Phosphate-Buffered Saline) ^^S:t::^7|c^t?ia^*t' 

[0 0 171 

. <i^^<om^ <r>mMW. mx.it. P3X63Ag8.653 (J. Immunol. (1979) 123: 1548-1550 ) 
, P3X63Ag8U.l (Current Topics in Microbiology and Immunology (1978) 81: 1-7) , 
NS-1 (Kohler.G. and Milstein, C.Eur. J. Immunol. (1976) 6: 511-519) , MPC-11 (Marg 
ulies.D.H.et al., Cell (1976) 8: 405-415) , SP2/0 (Shulman. M. et al.. Nature ( 
1978) 276: 269^270) , FO (de St.Groth, S.F. et al., J. Immunol. Methods (1980) 35: 
1-21 ) , S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148: 313-323) , R210 (Galfre, 
G. et al., Nature (1979) 277: 131-133 ) ^^^iSMffl $ tL;g>o 
[0 0 18] 

T^>h<Dy]m (Kohler.G. and Milstein, C, Methods Enzymol. (1981) 73: 3-46) ^ 

^xmm^fi^o m^^mntLxiim^it. (peg), -tv^-r 

(Hvj) ^if^^m^fi. w.llzmm.izxy)m^m^^^^t(>^>tli(>^zz^;*^)l':^)^y^^ 

[0 0 191 

'Sri~iof&fc-t2.o**i?t Lv^o mummm^izm\'^^^m^tvxii. m^it. mm^ 

x.x:i'-'^mmw<DmmizBM^j:^Mii64o^mwi. mem^^vi^. -eo-ftfe. ^<Dm(Dmjk^m 

[0 0 2 0] 

J-it). SlVmmizUmLfzVlG m\^. mk.it. ¥*^:0-^ilOOO-6OOOSS<^PEG ^?g[«rS 
a> 30-60% (w/v) (DmmxmiQL. U^i- ^ H tK X ^X tt ^M^Bm. (^^ 

ffiiE#2 004-3089102 
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[0 0 2 1] 

^^7-'} yi3xv^<vy^^tfmmm) x-^m-t^^tKx^M^^f^^o ^^hat 

^m^X-<D^^it. @6<J^:•r*^^'^7''; F--7jJJ.^O« i^^^BB.) i)m^ir^<Ol,z 
[0 0 2 21 

{±HMi.24tn;mi&^m=&iS:^b> m^o:;^St-ti&v^mM<^ii >*i;#=Sr^#t-c*) iv^ (a 

^J|filpai0<&M#-^WO93/12227. W092/03918. W094/02602, W094/25585, W096/34096, WO 
96/33735#R?J o 
[0 0 2 3] 

^i:^>X-§;2>o -^flx-Jf^ t hjn;#<^pl^^:^'&-2|s:^tn:#: (scFv) hX^XVy-VT^ 7. 

HMl. 24» ix^t^i- h-7 7- V-^WR-f ^^hifiXhho WR^ ftfz-7 7 - v<^mfeT- =Sr 
^S;W-rtL{f. HM1.24W>tC^'^-r^SL#(7)pI^^^=lr3- K-r^itfS^^=^IWI^-r^ - 

tti3<7):J^?£{4i!Eicsftio:J^^-e**), W092/01047. W092/20791. W093/O6213. W093/11236 

, W093/19172, W095/01438, W095/15388'Sr##Hi-;& ^1 i::*^t?§ So 
[0 0 2 4] 

vioJ:^ ^ct■C'f^M$:}^'^>*y'^'a-:^;^^rG#=S:S^-r S^W:/U K-v{±. at<^^ 
'^<^:^?*l::L/s:7&^v^:^«L. LT#S:^&. ^^Sv^i/N^yV K-'^^C 

[0 0 2 5] 

^-^etjirii, Mll.24t^:#^^>'^-f •/U K-v(^f^sati, Goto. T. (Blood (1 

994) 84. 1922-1930) ici «9fird i iiJ&^-ei So X*W!^^^X^Xm3$^I5#^B^ 
M^o< tfTlT:*:iTi l#3-i-) 13. 2p^7^4^27SlCFERMBP-5233i: LT-T-iJ^^J^ h 

T«) (DmM.n\z^X\^xm.-^^%. c:om7K*^^OT<i.24*rL#*fflSSi-s:^i*-^. ^f^^'N 

K-v^ig^^rjt%, -pOx-if. 10% ~»j&iSl£am. 5% BM-CondimedHl (Boehring 
er Mannheim U) -g-^RPMI1640^«fe. ^n^^U K-^SFM i^flfe (GIBCO-BRL ^) . PFHM-I 

(GiBCO-BRLia) #-e:^«ts ^<o^^±Mi)^hWm..7A^W^nmir ^^^X'^o 

^tij^X^^o 
[0 0 2 6] 

^$-^7tja.lfex.MJiL<*^=£-fflv»SC:i:*«-C§S (ffflx.Jf, Carl, A.K.Borrebaeck. James, W 
.Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Kingdom by 
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MCMILLAN PUBLISHERS LTD, 1990#Bg) o 
[0 0 2 7] 

*#6<jtc(4, Emt-t^m^^M^ir^^^^ v—^-^^h. iJii^o^us^ (v) -Wit* 

Chirgwin, J.M. Biochemistry (1979) 18, 5294-5299 ) > AGPCfe (Chmczynski, ?.h 
> (1987) 162, 156-159) ^tCJ;i9^RNA iM^L. mRNA Purification Kit (Pharmacia 
m) ^iitmi^Xamk^mU't^o ttz. QuickPrep mRNA Purification Kit (Pharmacia 

10 0 2 8] 

V Reverse Transcriptase First-strand cDNA Synthesis Kit ^iM^^X^^ :it-A^X^ 
tfz. cmA<0^^id^X^mn^^7lKli5' -Ampli FINDER RACE Kit (ClontechM) 
^im'CR =^ffiv>fc5 ' -RACE & (Frohman, M.A. hs Proc. Natl. Acad. Sci. USA (1988) 
85, 8998-9002; Belyavsky, A. Nucleic Acids Res. (1989) 17, 2919-2932 ) 

m^Lxmm<ommL^^ ^-immr:^o getjt-r^DNA (Dm.mum^^<7)i]'m. m 

[0 0 2 91 

:^^m -e-ffiffl ^ft^ i ssiti- s ti . ^^<r>x^ fiL#«<E^ «r ^mmmmm. m 

o 

[0 0 3 01 

/>:it^5^amx.litifL#^ -^x-if. (Chimeric) tb-fk (Humanized) 

[0 0 3 11 

liJ: Jj^ibtt;?, mmW&m'&m^-^EP 125023 , SI^#tt^aiM<ZrM#-^W096/02576# 

fiR) o c(Dm,m<^V3mt:m\^^x. ^fkmK:^m^j:^^'7mi^^w^^t^x-^:ho 

[0 0 3 21 

^Rlx.{f. vfeLHM1.2m#C0LiIi3iD*^HiI^-^tpyv7.^ K=Sr>ri"^:;^M^}4> # 
^Escherichia coli DH5a (pUC19-l. 24Ug/c ) is i ^Escherichia coIiDH5a (pUC19-1.24 

H-g7 1) t LT . jimmmm^^i:^j:-mn.mm%m {^mw:^ < ram 1 ra 1 # 3 

) iz. ^^8^8 n 2 ^^FERM BP-5646:fe i rmRM BP-5644i: LX-^^^T. 

*5jt-^o'^S^^ie$tLt:v>^ (B^#«^aimi2fM#-^W098/14580#Bg) „ 
[0 0 3 31 

th-fbSt^ti, (reshaped) t "fefS^^tL, t: hm^<^iiilLt!l!^. :tfcx. 

tf"7'i7^t(L'ft:Offi4i'l4^SE®l^(CDR ; cons>lementarity determining region) =Sr li h^-^ 

(©:iH1#W=ai!^<2rifl#-i-EP 125023 , iI^#fl=aj^-2jPfl*-^W096/02576#M) o 
[0 0 3 41 

:ft#6<I ti , ^7 ;^ ^#OCDR li b 7 V - A 7 - ^ (framework-region ; 

mmm 2004-3089102 
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mxLm&^^^^tKxy)nhfL^ mmvfmm<^m^-^^'p 239400 . m^'wwmm 

<2rM#^W096/02576#BS) » 
[0 0 3 5] 

(Sato, K. et al., Cancer Res. (1993) 53, 851-856 ) o 
[0 0 3 6] 

>^ Escherichia col i DH5 a (pUCl9-RVLa-AHM-gk)i3 J; tJ'llscherichia coli DH5 a (pUC19- 
RVHr-AHM-gy 1) t LT. XHMI^^-^X^Xm^^tW^^EBf (^^^!|rO < if rtim 1 Ti 1 
#3-t) ¥^8^^8^2901^, ^^^-FERM BP-5645:feJ:OTERM BP-5643t UT-r^^^;^ 

v0kmK&<^'^mmmst^tix\^^^ mmwfi'mm<kmms/u5BomM) o 

[0 0 3 71 

Mini's:. \^vimmzi,i^ ^Yifhi^cmmmm-^i^. mm^^f^^^m.-t^^v 

l^^cmMtLX. Cy^£{f. C7I, Cr2. C73. Cy4 ^^m-t^^t-ii^X^^ 
o ^tL?,<7)^*>, #ic C7I, Cy3 =^;t-r^tfL#75-'^:^7*Mm#^Sttx ■t^J:t>^. ADCC 
CDC ^ L . llisgffl $ tL „ 

[0 0 3 8] 

7-i?« (framework region ; FR) i3 J: y^C^it^&^ib >9 > h is tj" * iTiJl1±7&^ 

hfL^ (W098/14580 mm) o 
:*:|&HJT' a . $ tt/^gt^ ^ ISffl § o (#®2003-207165#M) 

[0 0 3 9] 

:^^m<^ijii^tLX^ a-l.e^T-^a-:^ (a-l,6core fucose) (MTUipMO^- 

mir^tjmi.2mi^> W^"^^ "^^t-^ (bisecting) N-T-bf-JVi^JV^-iJ-^ > (G 
IcNAc) #it^^-r^J^«l«r^i-^m#/55iSv^ADCCM14^^i-^t5:*N a-l,63T--7 3 
-7. ( a -1, Score fucose) ^-^t ^v>3^II t /nM -t ^ x > (bisecting) N-T-bf- 

jv^^'/i/n-ij-^ >' (GicNAc) m^-^^-^^mm-^^\^^-r^^i'2AmmK — ^i^v^adcc 

[0 0 4 0] 

tJfeoT:*:%H^-e'|^ffii-^tlL#t LT. mm.O^m^^'O mZZm^^^'^P^fz. HM1.24 
^ifJC*|-r^^# (Mll.24gL#) 'Sr'f£ffl1--&^i:3&^T'^^o ^(DiJimt. MMmK^t^ 

<\t^Y\mWX^^o i.^^^mK\t^ ■^mnx\t. «-1.6nT--7=i-;^ (a-1.6co 
re fucose) ^r-^i ^v^*|i|^;tt-^35L#. ^.O^^nM -feiJ^ x -f > (bisecting) N-T-b 
^)Vir)Vu^^y (GlcNAc) #it^*-r'&«IM^^-t-'2)^#^x St::{4. a-1.63T--7n 
( a -1. 6core fucose) Sr-^* ^:v^l»^«-/|-L, J.o/nV -fe^ x i'^ (bisecting) 
N-T'fe-^;v^^;V3-9-5 (GlcNAc) #jt«r^i-*!ei0*#-t-'S«u#*'ffiffl-r*C:i:**t? 

[0 0 4 1] 

±M<r>mmmm $ tL/cgt^^ti. hmi. 24^]^. ^ mm. 2mm * - k-t 

; N-T-b^;v^;v=i"9-^-;vh7>':^7a^9~-1fIII (GnTIII ) =Sr 

tiSiE# 2004-3089102 
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3- vr^hm^^mxLfzm^mmir^mv. mm^mmTi>^hmmmi^^mL-r^^ti 

; ^t>l*> N-T-tf-;i/i5^;v3-9-5^;vh9>;^7:n7--fe'iii (GnTlil 

10 0 4 21 

-l,QaT~y =1-:^ (a-l,6core fucose) =Sr#ini-^ tg:tl =1:* L^v^55>Xfi-?-<^tg:^3:*^ 
'g:V^ifi^,m4'-etfLHM1.24tn;'^^rf&3a$-^;5>75N v^li^lIlc^NM -b ^ x > ^ (bise 
cting) N-T^^;Vi^';vn-9-5 >- (GlcNAc) Sit^?l^^-r ^ tg:^3 ^^-r^?i^«'fC 
giB41.24^#^«-|&^$-ii:i)'JK^lg7&5*>*o -?-LT. ^(DfztbKit. B6«ji:-r*OT41.24^# 

[0 0 4 31 

, PERM BP-5233t LT*ft$ti-Tv^^o tf^. (7)/^-f "T* V K--7>&-^^ mm.'^'^MM ( 
LIIVH:^) =^3- Ki-^DNA:S.O^miInr^'^it (HilVlBi^) ^ Vir ^IMAil)^^ u - 
=-y^^fi. ^LX^fLib<Ddm^^tf-/y:^^ K^JR#L/c:femm^^ -etL-PtL. Esche 
richia coli DHSa (pUC19-1.24L-gK) (FERM BP-5646) ^iU^scherichia coli DH5a (pUCl 
9-1.24H-g7l)(FERM BP-5644) tLX. ^^iL^m.mAMM^mU^^W^MI^Wf^i^^^tt 

[0 0 4 41 

^mkh-h. 9trLML24trL#S.r>*t h<kOTl.24j^#«^^tLyio t h^bifC^t^o 
V^Tli> WO 98/14580<^IS37M~^40M<^^l ~^4 i 9 h 'fl:^5i:'(^0 L 

[0 0 4 51 

t^feoT. 2^^?gtwi5V^-C{i. ±lc5IffiL/cW0 98/14580 ^c|^m^t^Tv^>i> ffi^O^y^' 

iao^#<^c^'fc'b-f. HMl. 2413^1" ;|)'f|fe(7)-ty ^5'^-:^;^^fl:#:^Ia*1-^^^ viril^:. 

98/14580 t::|B« § tLT v> -5, «rffi V> ^ Cl 1 56«-e ^ o 
[0 0 4 61 

mMi.2mmz^^-t ^mm^^ii^ mi^^=^(DT:^^-^'7^y<Dmm<Di^m.^K^^ir:h 

-^i" ;s> o - 'J 3 'y)i^^^m t >&*ab 19 . 2|s:||§g i^is v^r 7 3 - <D^^i)<mm ht£^<r> 

r2:<, H@0^>y-:^ (Man) i: 21iON-T-b^;l/^^;l/3-9-5 >' (GlcNAc) 75«^1,4 
^-^T-M-^L/^Sr^^^Tt (=iT) r-Man^l-4GlcNAc)Sl-4GlcNc-J *^L, ^(n>%^(D:^ 
c^GlNAc=^jl7n«h#L. ^ii|c^Man=^^S7n*^fc#^i-'2)o "7 3-;^ (Fuc) ifi^^l. 

l^t7&«ajfe-^LTV>^o 
[0 0 4 71 

HiaE# 2004-3089102 



mm. 2 0 0 3 -3 5 2 8 1 9 ^- : 8/ 

ri.lfAg.20« (YB2/0«t«&^t.^) (ATCCCRL 1662hLT^|F^J^TV.^^ 

CHOmCWO 02/31140), Lecl3 (W003/035835) . ^ ^ "i^^^X of;rnf^ iS^fA - 
(M2003-174006> #1^2003-282081, #1^2003-174010. #112003-282102) ^r#lf^- 

^^«IB(7)$B^»#3t (nr-) =^^L. ^^^SJ^^^Vr 
5^N-T-fe^;v^;vn^^v (GlcNAc) *V 1.4^^^* ^ ^f^^^T^;;^^ -^^^^^ 
•tf-;Vi5^;V3-9-5> (GlcNAc) p^M•b^x>^N-T"fe^;v^;^=r■9-^^J T*^ 

o 

D13789) ) o t/c> Cl<7)DNA{i, ±lB<0BB?lJ1«^lC^o'V>-CPCRfe^^ ^ 
n - - > ^ ^ ^Ji*"^ ^ ^ o 

i4^^^H<^^^l-J:ttt?. 2|c^^oCTI1.24Sfb#li. "'^'^"^^""rA-LV^ 

?S^S5'^^^-i:OT^1.24^#«r3-Fi-^DM^#^-C^^llm^^^^^ 
kml 'p!)x.tfYB2/0m, =&?^®mt, ;itL=Sr^«-rtLlfJ;V-o 

[0 0 5 4] 

aS^-fi^J * ''^ U f±^'^'ft# $ * * ^ ^ * o 

ffiSE#2 0 0 4-3 0 8 9 1 0 2 
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iCJiFab. Fab' . F(ab' )2^ 5.in?vifM-*^#t o t^:#<^^^V^M V'M'fk^^ i ^ > Fabif 

(Dl^mm^U^^^L. in;F.^XM*S'^M#^F(ab' )2»fM-^ 5^ <^SU*»fJt(pFc 

' tmtfl^)i!}^WhfL^o 't(0%(r>m>^tLXI,±. diabody(diabodies)s ^^tru^. — 

10 0 5 5] 

*;i.(VH-VLi5'M-7-)o ^■Br^Fp«^>(^3oc>CDR75-'ffiSfpfflL> Vh-Vl "^-O^Ml' 
L5Sr75«ib> lo(^aX^K>^^/($7tl±. ^^lFa-#Ma<J^3o(^CDR<^<;?^=S:'^trFvC0#:9-)-e 

[0 0 5 61 

^^c. Fablffn- (Fiah) t i^m^fi^) H^hK. gilO^#K^-0^ ^ilO^ 
F ^ >f > (CHI) =t ^ tf o Fab' ©fit tiFab»f Jt t . ^#<^ > ^> 0 1 1 /j: {± ttm 

10 0 5 7) 

:^^HJl-:fc3V^T. diabody(diabodies) 20(7)ifcM^'^M^:*-t^/h^ ^^trC'^if 
^ >(VH)(VH-VL)5r'^tfo |WI Ctlt^^t? 2 o<7) Kp^ ^ ><7)FBl^^^-e ^ ^v^-fiicfev^ U 

^>Gr.*S^SBfe>5^tlJ'9ffi^tL-2,o Diabodytii I5#^i;. -^^tf^ EP404, 097-^"^ 1093/11161 
■t. 2Sty*Hol liner et al. (Proc. Natl. Acad. Sci. USA (1993) 90, 6444) KUWL^fi^o 
[0 0 5 81 

ttt-J: •5sFv{±. ^JI^-^0/ci6i;ifi:»^^«it:&*5^^-e§^o sFvtCOV^Tli. Pluckthun 
ITThe Pharmacology of Monoclonal Antibodies] Vol.113 (RosenburgS.tH«Iooreli> Spri 
nger Verlag, New York. pp. 269-315 (1994) ) tcfam^ tLTV^;?) o 
[0 0 5 91 

Cafferty^ (Nature (1990) 348, 552) K X y)^m.^fttzim^m^^xmm^flfz1^i^y 
r - Vy ^ - -^m^^^ ^ t f)^x yr--Jy4^y')-^m^^fz'r^^^X^ 
h^^<DM-M.ii> Clacksonib (Nature (1991) 352, 624) . :feJ;tniarks'b (J. Mol. B 
iol. (1991) 222, 581) Tlj^UmLfz^jm^M^^^^ ^ tib^X^ ^ o 
[0 0 6 0] 

tfz. ^:t.->'y^yyVy^iZJ:Z-:f3^ (Marks et al., Bio/Technology (1992) 1 

0, 779) =^fflv>^cii:-eiti^^tt inmm) <D\^ ^ t-fy^x^ tfz. 

^j:y r-'Jy^ ■:^y')-imm-r^fztb<D:}jmtl.Xii^ =i >if -i^ h 'J T^ViS^. ^^rf 
in vivoa^K.(Waterhouse et al.. Nucleic Acids Res. 21:2265-2266 (1993)) ^ 

ffiiE# 2004-3089102 
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[0 0 6 11 

^^-^>^'•L^ iiS'S;^^' ^5'-^^ffi^^i^■^^ itL=£r^&^lw^ALs alfe^mmK.3X4iW 

m~f3^ii'&^'^^^ (Nature Genetics (1994) 7, 13 ; Nature Genetics (1997) 15, 1 
46; #^^4-504365-^^m ; #^¥7-509137-^<2rm ; B^-^^^^^^ (1995) 6, ^;ffl 
^.mm<^Tm09A/255S5^<^m; Nature (1994) 368, 856 ; #^¥6-500233^ J^^) o 

J 0 0 6 3 1 

^ j; m^Jittt V - * - it^ST ( ^ -7 V >»ttit<S^ ^) -ctt^-t- S c: J: S mm 
(3)^lp©AX^fe#(Yeast artificial chromosome. YAC)'^^ ^ -^l-'ft^^ ttS J: 



(4) YAC^t-'ftm^tLS J:^'^E:'cit^ST-^r^lm"5^tg^^^^^5'-=£:ffi^^'^^ ^ ^: 

V X y # t h iii?Lii)ti s xs> 

1 0 0 6 5 1 , „ ,^ 

(5) (1) ~ (4) (r>j -ji;r^y^^y^\-m^WkW\'yy^'y^~'y^^'^ 

Mifi^K)!g&^^1fiai-SXgo 

afs^mT&^^s^^x'i^&v^id i^^fs^-fb-r^-i^^^^-^^^o ^^'^^^^A^-^lTi?^ 

I?9xtf. ;}^yr'f^.^5!fr'f/--feV^'^>3> (PNS) ^"^'^^^^^i!^ 
v^Sii:7&«t?#S (0^^^j:>>^ (1994) 5, 52) o ^feS^^n ^ V ^^m^Afe^ 

[0 0 6 7] 

ffiiE# 2004-3089102 
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WBi^^-^-^T;V. a^;V • T-f • v-^=}t. ^7#, 11361;^^ ^408M (1990) ) o ^ 

U'i?^^;^^7>';^7i7-^^ (hrpt) i^ttEtt^ (es) y^^^'oy^) >m. 

X^fifzYhC^^ ^-i'^ttmMb:^y :r.u-:fy:^ MH-^^tci ^m^ir^o 
[0 0 6 8] 

IP imm^) liZ-r ^ ^ U y( y :t. 3 y-r :h (Proc. Nat 1 . Acad. Sci . USA (1980) 77, 7380 

; *ii#ti^^4.873.i9i-i-) o mmmm.^mmt^j:^m(DW^ym$iW}m(^'^'^<>z^^ir 

[0 0 6 9] 

' -IIIT-^ICjKU Av^'-^;v^Mfi^tw^'^$-^/iDNA ^;|) v^i-ett^Sr-g-tf^^ iJ' - 1:: i I9 

n-i^-f ;v;^M^7'n-t— ^— /a:.>>'N>'-i?-— (human cytomegalovirus immediate early 
promoter/enhancer) "^^Vf^^t ii^-Q i ^ o 
[0 0 7 01 

SV40) ^<r>tf ^ ^/7s-:fu^—9—/:^yf^v^—^yL \-:x.xi y^—i/ ^yyTi^^—i a 

(HEFi a ) i-£ }f<Dmw^mmu^^<^-f'o'^-^-/'^ y^^ 'Srffl v^tt{f j: v>o 

m^\f. SV407"n^-^-/'a^>/N>-9--^'ffiffl-r'5>J#^. Mulliganib<^:^S (Nature 
(1979) 277, 108) . tfz^ V&Yl a -fu^- '5^ ~ / ^^y^-^^m^ ^^"k. Mizush 
ima h<Dlom (Nucleic Acids Res. (1990) 18, 5322) ^ ^ tH^-^ 

^ ^ o 

[0 0 7 1 1 

LTli. lacZ-/n-t arafi-Zn^- -Sr^lf i lacZT'n^-^- 
^mmir^^^> WardfjCD^iS (Nature (1098) 341,544-546; FASEB J. (1992) 6, 2422 
-2427) . araB-fu^--$r~^^m-r&^^. Better 6 <^:3^ft (Science (1988) 240, 104 
1-1043 ) tctt&x.{f <tV^o 
[0 0 7 2] 

1B->^■:^;^S£^J (Lei, S.P. et al J.Bacteriol. (1987) 169, 4379 ) ^r'Kffli-tHf i; 
o U 7 X $ titzm.i^ i^mi^ tz'^. m^<r>W^ ^ il«J V 7 * - ;v K (ref o 
Id) \.X^mir^ (Mx.lf. W096/30394«:#RB) o 
^flijglifc tTfi. SV40. *°V:^--=5">'f ^l^X, Tt*^ -f ^7 i^^^•t•^-■^'^7 ^ 

PH) aWS^-. ^5y^✓^:^-■t• (TK) :^M^-9->-^>^T~^*X:!^'; ^->;v 

b9>'X7^9--lf (Ecogpt) m^^, i^yiiV^mmMimm (dhfr) iHS^^^-^trC: 

miE#2 004-3089102 
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U^(Dfztb<DM^^li. in vitrois it/in vivo <7)^^^*5^^o in vitroO^^^ i: b 

mm.tLXit^ (1) liifL«»> milf. CHO. cos, 5^n-v, BHK (baby hamst 
er kidney) . HeLa, Vero, (2) mk'.-S. T 7 V :^ '7 ^ ^'^^V^P^M. 

*;i,vMi (3) ^Amm. m^i^. sf9, sf2i. Tn5^^*^^tbtt-cv^;2>o ^jtMfl&tL-t: 
^nr-fTtJ- (Nicotiana ) JR, -PS x. ^ 3 x T • ^'/^^i^. (Nicotiana tabacu 

s -pij^lf, "^y^u^^T. (Saccharomyces ) m^if-^y'^'^^'^^ - ^V\£'yJ^ ( 
Saccharomyces serevisiae) . ^'^M. mkl^. T (Aspergillus ) M 
x.ifT>^^JV^JV^ • (Aspergillus niger ) ^5: if.:**^ tlT S o 

10 0 7 5] 

(E. coli) , -^^m^^^^hftx^^^o 

(f, :^«?atLT. DMEM, MEM, KPMI1640, IMDM ^mmir ^ ^ tt^X^ . 4^j|fe>ajflL?t (FCS 

^'s^-tCliit- i in vivo iZX^i^^M^VX ^ X\^^o 
[0 0 7 61 

in vivo (om^^ti^xii. mmirmir^m^^'^mm^i^mir^m&^^-i^^ 

Vicki Glaser, SPECTRUM Biotechnology Application, 1993) o tfz^ mAtVX\t^ iJ 
^ n 3fc if 4: ffl v> c: i: 7&«-C § o 
[0 0 7 7] 

zfLh <r>mm t fz imm trt^^afsi^ # a l . »)!^ t itmm <^#rt t?gL#* ^ 

A^tLfcM^SiEi^-^-^tfDNA 8ff>T-=Sr^^*<7)K^iiAL, i(7)K=Srlli<^-Y^'^*X-t^o 
m't^m-Lfz^^^-h^tP,^Yy>:^Vj^=-y^'^^tfzii^(D^mm&-t^msn*- 

HjOn^-^^^-^t-- atllsj:;^.:^^^: h7>';^vj^-^;'^'-^^i-i*ffltt:^> J:v> (Ebert. K 
.M. et al., Bio/Technology (1994) 12, 699-702 ) » 

10 0 7 8] ^ ^ , 

mPk^"^- ^:03&>f 3 •5^SOgi#=£r#* (Susumu, M. et al.. Nature (1985) 

"315, 592-594 ) o ^h^iZ, d^^^^^m^^^m^. S6<jO^'f^itfe^*m«mffl^i5'^ 

k£tfpMON530 izmXL. ;^(o^'!7 ^--^y^^f^^T')^ ' V :^-7_7^y^y7. ( 
Agrobacterium tumefaciens ) <^J; ^ ^^n^^^xU Tt^^Af ClO/^^' r V T Sr iJ'^'^*^ 
. -pix-l^-^f^-T • ^'>'^*A (Nicotiana tabacum ) i'^'=i<r>^X^'m 
M<^Sl#*#* (Julian. K.-C.Ma et al.. Eur. J. Immunol. (1994) 24, 131-138 ) o 

10 0 7 9] 

±^<?? J: 9 l-in vitro^ fc{iin vivo om^^t-'^Su'^^^^i'^^'^^ 

m %fz\m.W^ (L^) ^n- K-r^DNA ^^sO'^rtr|&=s^^'^-^::a.<^»•^i^•e^i^«:ra^ 

2004-30^9102 



mm 2003-352819 



^-i^ : 13/ 



o 

[0 0 8 0] 

mn^m-r ^t^zx-oxn^^t ■i)^x # „ c: <^:^sti ci <D»mi<zi5\^^x-rxKm^ 

[0 0 8 1] 

izm^^^U^tLX. m^it. Hyper D. POROS, Sepharose F.F.^:6«^tf (^>tL;&o 
[0 0 8 2] 

7^-. •7^;v^-. Piniiii. :^*^> ^*f^=^Ml:M^. m.^^t>^fH£. :^^mx^^ 
[0 0 8 3] 

mm ■ m^^j:t't<7)i^^i^ 

^§tmx\i. i^m^&dtLxmmz^mnm^^^Lximir:h:iti,x^ho ^<dx 

M.±m. Iodine-131. Yttrium-90^ if C0^feltM^ Pseudomonas*^^ b ^ v 

miZ-o^^Xli. *BI#I1=5057313-^. :?|tHJ|#ii^5156840-^lc:|am$ tLTV>;So 
[0 0 8 4] 

±mi^^xn h fifzm^<Dm.mM^\tmtMom^t tz tiELisA^tc j; »9 ^ ^ t 

•t^j:t>-tE>. m,%m(Dm^i,zx^m^i<zit. ^^m^xi^m^fi^i^i^xittjii^^^tT 

^j->-7';V=SrPBS(-)T'iaStC«L/itfe, 2S0Tm<Dm.itmi:m^L. 1 mg/ml =Srl. 350Dfc L 
T^ffi-r-So tfz. EUSAKX^m^ii&.TOX^izmi^-t^^tii^X^^o •t^£t>%. 0 

.lummmm^ (pH9.6) x\ fi g/nuz^mx^tz^^^-^ meg (bio source s^) loo 

[0 0 8 5] 

**VMi^n°pi: LTli MgG (CAPPEL M) 100// 1 *i^tJnb, MUiZX 1^^^ 
-i/By-Tho m^^. 5000^#flL7tT;v* U 7 :j->^7r ^--H^lt^H MgG (BIOS 

ouRCE m) 100// 1 ^nk. ^^{zxinm^y^^^-y^^o ^mk. ^R^tg^sn 

V 3 MICROPUTE READER Model 3550 (Bio-Rad M) *ffiV^T405n 

[0 0 8 6] 

§ * o mtmrnJ^ h\^X\t. y^y ^mmm^WFl (ATCC HTB-22) is J: im)A-MB-231 ca 
TCC HTB-26) ^ h^^^^g^JJ&^COLO 205 (ATCC 00-222) :feJ:0^iDr (ATCC CCL-218 

mSE# 2004-3089102 
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) t M^M^SM'I^BxPC-S (ATCC CRL-1687) . h^^^^@M*^UCC-5 (*^» 

^^m^m) . \^v^mmmmmaki-i (atcchtb-46) . li Mpm»ia*^A-i (atc 

C CRL-1572) ^if=lrffiV^Sii:75*X-§^o 
[0 0 8 7] 

. 7mmO»^y^^^~y-^^o FACSJ^W-e»L7tm. 25;^ g/mK^FITC^m-V^ 
k-7't/>^tfL# (GAM. Becton Dickinson U) 100;/ 1 ^Jnx.^ 7|cia<t30:9'F^'f V^-^-^- 
h-T^o FACS^®^ax-»L/c^&^ 600// 1 *^v>{ilml<^FACS^«l^SiSb> FACScan 
(Becton Dickinson t^^mom^fc^S^aU^-rtllf iv^o 
[0 0 8 8] 

[0 0 8 91 

A D C C iSlioiM^ 

illgg II -C M^iiflt tcMi" ^ ADCC^Stt }± . i ^ L -C ay ^ i ^ ^ o 

t-r\ t h(7)^»^'t«IJ:<9JtS^'C^feX-#««:^5-^l-^ ^^^i^tJ'-m (Effect 
or cell : E) t LT^m-T^o 

tL^^Sim (Target cell : T) t\^X\i. t: h?L^SmWF7 (ATCC HTB-22) 
MDA-MB-231 (ATCC HTB-26) . t h »^Sm%COLO 205 (ATCC CCL-222) *3 J: U^TO 
r (ATCC CCL-218) , H h?-^^^SfBifla*UCC-5 (*mftt»4^*#^m) . 1i MPm^@«a 
«PA-1 (ATCC CRL-1572) . m#ffi*<^m* i^^^'CrfrC J: ^f^LT. #6<jmi:U 
•Cfllii-r^o -J^CV>-C. ;il||feLfc«K»mi^ADCC?Stt=S:ilI^1-**n;#«rJnx.-f > 

[0 0 9 1] 

wa^mmmMmm^K. i%<^np-4o ^m\^-^^ti)^-^^&o (%) «;. 

(A-C)/(B-C) XlOO X-nn-r^^ti!)^-^^^o ^is. At±^##«Tt-*3V^T^^$tLfc 

(cpm) > Bi±NP-4o Kxy)mm^fifzmm^^ (cpm) . cimi^i:^t-r^ 

m^f^^-^^MM^fifzMM^^ (cpm) -C^;5.o 
10 0 9 21 

ADCCm<^i ^ =femm«iS14^^if-t^ > I'^v^-Clitrt^TE'^IHm (CH^ 

) tLX Cy. Cyl. Cy3 ^'ffiffli-'S i 1 7&-'«f t LV>o ^ ^ tn:^Cfi^<^)T^ 

ym^-^#*n. efc^. mm-r^^tizx^. x*)mti^j:fm:mn. «,*v^«cdc isi4«r 

10 0 9 31 . c. 

-gfOxt^x T5ymsmi::J:^IgG <^IgM v->ffc (Smith, R.I.F. & Morrison S. 

L. BIO/TECHNOLOGY (1994) 12, 683-688 ) , T ^ ^ m#inic J: ;5>IgG<0lgM^*°'; -^-jb ( 
Smith, R.I.F. et al.. J.Immunol. (1995) 154. 2226-2236) . L0=lr ^ - ^ Afe^ 
<DUmMmx<^^n (Shuford. W. et al.. Science (1991) 252. 724-727 ) . r^^m 
mmza^lg^ (D-^mt (Caron. P.C. et al.. J.Exp.Med. (1992) 176, 11?^-1195, 
Shopes, B., J. Immunol. (1992) 148. 2918-2922) . ^k^^^ftiici* I gGO J#<k ( 
Wolff. E.A. et al.. Cancer Res. (1993) 53. 2560-2565) > is i t;^^#li >-^«<^T 
5ym5fc^l'J;S-^"7i^'^'-«ltg<^SA (Norderhaug. L. et al.. Eur. J.Immunol. (1 
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991)21, 2379-2384) -A^^ifhfl^^y 
10 0 9 41 

[0 0 9 51 

:^^m(omf^mx^mMit. ^^mnm^z^^^^^itmnmii^. ikM^^^^uMmmi^^^r- 
;h^ti)^x-^^o m^i£. ^.mj:t'<7)mmnmi. m^p^^B^^ mmn&M. m.f^nmm 

t^X-^^o *^S-^Sti^ -ti]tco§#:ilkg^/i «9 0. 01-100 mgCO|EHT-MiftL;i)o 
;g)VM±. S#*7t ^ 10-2000 mg. §f ^ L < lilOO-1000 mg<Dll^^M^M^^ tf)^X^ 

ii<DX^-oXi>^y/^o 

[0 0 9 61 

;?.xTU>'Vt;V'3-;i/, ;=?>xTV>mx VifiLrtT^vy 5 > (HSA ) . v 

;veh-;v, ^^'h-y^x LT«=^:&tt^#®t&ti^J*if*«WbtL^o 4* 

ffl$tL<&«t)t4x Mmi<zm\:.x±m(^^Ti)^hm±^^^^i^^^-^-^^^^^^*^^ 

lb I' $ <2) ^> (i ^ V* o 
[0 0 9 71 

w^wmmm. -kmm. ^m. nm. mmm. w.^m. M-mm. m^m. mmm. m 
mm. 'f-'smm. itr^tM. wmm. mmm. &mm. Emm. 

hMiisL^mm^^<mi^m<r>mmMtLx:^m-^^^o 
mmm\ 

[0 0 9 81 ^ 

\^h%mmmmCF7 (ATCCHTB-22) :feJ;miDA-MB-231 (ATCCHTB-26) . }^ Y izmm 

m^moixi 205 (ATcc ccl-222) is i ij^iDr (ATcc ccL-218) > ^ Y wmmm^m^c 

-3 (ATCC CRL-1687) > H >i^^^«Sa»UCC-5 (^^IftJiJ^^W^B'f) . HhTO^S 
«BJ|&=^Caki-l (ATCC HTB-46) . H MP*^S^I&m-l (ATCC CRL-1572) «rfflv>/^o 
[0 0 9 91 

C:ttf><^»JCOv>r> -^tL-rtL*tjlXl0^1@(^«fflfla«:x 80//LOFACS/PBS (1 g<^'^7~> 
l(d.itT;vr5> (SKMAttM) ^1 L<^CellWASH (Becton Dickinson^tm) K^Ml^XM 
fli) t^M^^x 200//g/mLO^^=^fit h'fkgtHM1.24tfL# (NHS-f luorescein (PIERCEtt 

$^) izx. nvitmi&i.umiif-^mmi^xmm) ttiit^ttmm.^ visf^i (NHs-fiuores 

ceinfrwXt: MgGl (SKMAttSS) «r#mUTMm) *^tiFACS/PBS^20/.LJn£. *._ttw 
T3059'^;R:/i&$-ef^o 1 mL<DFkCS/PmzX2mm^^. 1 mLOFACS/PBStcilTll 7n- 
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Y^^^-. (EPICS XL. BECKMAN C0ULTER1±SSI) J-xm<om^3*S=Sr«lJ^t/Co 

2 

1 0 1 0 0 1 

ADCCS^<0i81I^tiCurrent protocols in Immunology, Chapter 7. Immunologic stu^ie 
s in humans. Editor, John E, Coligan et al., John Wiley & Sons. Inc., 1993<?)::^« 



t>?L»«MCF7 (ATCCHTB-22) :feJ:miDA-MB-231 (ATCC HTB-26) . t h 
m;^C0L0 205 (ATCCCCU222) iSiOTiDr (ATCC CCL-218) . ^ , 
C-5 (^miljtl<t'^W3!S^) . hSPm«fl&^A-l (ATCC CRL-1572) ^WMSmtL 

i«^9W^;V¥l£^V-> (Becton Dickinsonttm) ^-SXIOV*^ (COLO 205 

i3j:lHiDri±2X10V'!7^;v. UCC5145X lOV-^? :c PA-ltilXloV-^ ?tmL^ 3B 
F^Jt*U/wo ^^Cr-sodium chromate (Amersham Pharmacia BiotechttM) 

SBt«K=^50;zCi/mLi:L. 37"Clc-ClB#r^J^«^* i t J: Jo UMfi 

. |fflfla=^10%':^e^fl&iSJflL^ (FBS, HyClonettm) =S:^tfRPMI1640^:flfe (GIBCOl±$i) i^Xl 

[0 10 21 

2. iJ'-iaSatOP^ . , 
MJ«^A#7 > X ^ T (^*^iJflL;6> ^Ficol l-Paque*^"- PLUS (Amersham Pharmacia Biote 

chtt^) im^^XM.im't^m\^fZo 10%FBS-&:tRPMI164O^«fet::TmiiK«rlX10 /mL 

10 10 3] 

3. ADCCtgte<^«!l5e ^ , «,^«nnt,,- 
H ><kOTl.24gu#:* /clili MgGl*10%FBS^WMI1640^^l'-C^«^L. TO,^J|l- 

SO^L-fotJD^. 7K±t^T15^^R)S$^/Co ^^:l'3.-7:c^^-M^100A^Ltjn^> f-M 

mm^^ ift^rlOOuLEUDlL. J!r^^V557'>>^- (COBRAIIAUTO-GAMMA. MODEL D5005 
.laSard Instrument Company*fcM) KXmmm^^m^l^fZo ADCClc i 
=^mT<??tt#^t^i^**^'^- ^:;^MifeStffittli> ^6*j«l- l %NP-40 (^# 

xy)mm^fitzmm^ (cpm) . c{i^#^'S:'^t-f^«t6<^*-^^fii$tty:iScMm (c 

pm) "CabSo 
10 10 41 

liV<bOT11.24^#(±MCF7. MDA-MB-23U COLO 205. WiDr. UCC-5. PA-lli*tLT. ADC 
CiSl!i«r^L:fe (114) o 

lOug(D}l YitmMl.2A^i^mm.^-^ ^ - (AHi/N5KGlV-lark. Barnett. R.S. et al. A 
ntibody Production in Chinese Hamster Ovary Cells Using an Impaired Selectable M 
arker. In: Wang. H.Y. & Imanaka. T. (eds) ACS Symposium Series Vol 604:Antibody 
Expression and Engineering. 27. 1995. WO 98/4580) ^2X10V0.6 mL PBS(-)OYBV0 

(ATCC CRT-1662) :x.]y y u ^'U-i/ s V^T'l. 5kV. 25;/ F<^#fe#-CSA L/Co ^ 

10??rcsV4trRPMI1640:^:ftb (Gibco1±) IC400// g/mL Geneticin^rinx-T^l^U/c^. 5 

miE#2 004-3089102 
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0 nMMTX. 100 nM MTX. 200nM MTXi:illMWXig)K=Sr*>lf . it<S^iiiPi=Srtro tfz. 96 
(Falcontt) tl200nM mi. 400//g/mL Geneticin^-^tflO% FCS/RPMI1640 

4". 0.5 cells / 100 / ^eiix^m^^^^ m.w^wimKxmm<oi^ ^ ^^^^^ 

hHM1.24tn:#itisT-^«AL/cYB2/0«<^)^^±?»{±##i?i2-C7j^1"ELISA 
[0 10 6] 

###a 2 . 1^ V-fb^HM1.24jjL#(^^a(ELISAfe) 

96-^ jujVELlSm -fl^-Y (Nunctt^) K^-V m^Wi (lOOmmol/L RWt^^i- > V A , 
pH9. 6) -eiOOng/mmEt-^f^L/; BTitMHMl. 24tS;il ^ 100;u Li* o« t , 4r-emm± 

j^)S$-^/co 1% BSA-PBS*200;uL/'i7^;v-e]tjnx.Mtr*^2B#f^MU^ f^muyi 

'/V-hlUX:'C^^LtZo l%BSA-PBS^^#llgfe*Lfcf^. ^well'SrTween-PBS-C^^Uy:: 
[0 10 7] 

M^mL/c t h'fkifLHMl. 24^#:TO?gt3lli-9- >- •/;VM?^ ^ 100ng/mLt;«L/c 

h'fkfetHM1.24*rL#^l:l-Cti-»?/cm> 100/:/ L/well-e^ft L/Co Mv^X-. 1^ 1 0#K 
KB^'tfz^k. #'t'j:-;v^Tween-PBS-e^5fe?f-L/co T ei^^>'^mHRP=lr^'i' J^^Vlwi^JnL. 
SiaT-15^JKJ«±RJS$-^^ TMB liQid(Sigma1±S^)frl00;£/L/'t^i;vCljnx.> 2mol/LiKm«r 

[0 10 8] 

3 . YB2/o-eiimg-^^^i^ h-fbjjiiii hmi.u^a^comm 

H h ^b^^HMl. 24in:#<7)^ia7i,t5|^.$ fL/iJfflfl&{i. HOOcm^ <^ n - 7 - b (CORNING^ 

200nM m^ 400 g/mL ^ > ^ >- > =Sr'^tf 10% FCS/EPMI1640^:Sfet? (2. 5rpm) 3 > 7 

ht;55:;&tt?^#L7to -^Ot^. jtj|Ji?t<^liira l^FCS«:PBS(-)-C¥«'fbL/wrPr 
oteinA FF(AmershaiDPharmaciatt)«r^ie)^at9 ^■^^-^■C'i7v'fi5^IgG=S:^§ (FCS(-) 
) , vncoFCS(-)^ffiV>yi200nM MTX. 400 g/mL^ >' jJ' v'^^r'^ tflO%FGS(-)/RPMI 1640 

[0 10 9] 

Jt«±?t«0.22^m7'f ;v^'-ia!!aU/^^> rProteinA FF (PBS/PBS- ^ U -T^ 
7 y > h itm) is i t/Sourcel5S (20mMS^m. 0-0. 5mM NaCl : V ^ T 7 ^ > h ^ffl) 
-t?ffimL/io fflmtyit h^bOTll.24tlL'8i^{±HM1.24in:#-YBti&#lt:^c(ll5)o 
[0 110] 

##^J 4 . HMl . 24jTGlE (BST-2) ^^Mir & CHO^Baof^ta 

HM1.24TO^eK=^^^1-*CH0»=Sr^fe<OJ:^ t::L-C>f^S^L/v:(0htomo T. etal.. Bi 
ochemical and Biophysical Research Communications 258(1999). 583-591) o BU"^. DHF 

XL, 500^g/ml<OG418T'm«?L> $ e) tlRSI^^fi^ J: >9 HM26. HM31. HM2lS.W^36<^4 
^(DmMWi:^fZo »M±<^HM1. 24^MO||3^^{±#^2001-115889t-|B^ ^/vi:^^ 
irT-70-^f^ h V-t?tl!lSL/ci:i^> -tix^iimm^fz ^3,SX10K 2.2X10\ 
2. 2X 10* 8X 10^ o /zo 
[0 111] 

(1) t hPBMC^tfecOpM 
'ft'^Ai t)^^^•'; VSnJ^JflLtfcJlC^iJfiL*. PBS(-)-e2l§tr«L. Ficoll-Paque^'*PLUS( 
Amersham Pharmacia Biotech AB)l::M®U /Co ^:tL^^.L^ (500Xg. SO^H. 20*0 hti 
^J^^M^-C^Scf'K^^r^lRb^o Silife^^, 10% FBS/RPMIlC^TiL. t: bPBMC 
^^hX^fZo 
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[0 1121 
\o 1 1 3] 

Tk^^fNon det (SJ) P-f^^ ^20;.U 10%FBS/RPMI^m ^ 130 a. 

PMI^^ ^ 150 mm U a. ;v j3 It ^ mittStt (cpm) <7) * 75 f o 

/jtfc^ M-^A^^^fWlfiLt-^S^^PBS^Snx.. Ficoll-PaquePLUSCPhamacian^p® 50 
l%to^mitJ'o^mm^^^V. 10%FCSt#trRPMI1640-e3lilt5fe^m. 10%FCS 
t -^tf a -MEM-CSfflfla^**5xl0^ /mLlC ^ i d t-^SS I- ^-o 

^ hi/^-tf^^|&mCH0t30m=^50;.Li:. »^ ^^«^^™l-24*^0j"L'^96^^-^'^ 
UI^^V- M^Unx., 4'C-t?15^WRtS^^^- ov^T^^7a.^^^-miOO;.L^Jnx.. 

«U/.o ft^^mS^fit±Galactone-starT -fe^ ^ > <DmU^mmmm^ X ^ Mm 
[0 1171 

mmmmm (%) =(a-c)xioo/(b-c) 

^5^m^^/.HM1.24^#: (HM1.24ift#-YB) <^ADCCJJ^ jj^ 5 ^^^j^THU^ 

I 2mt-mi. DG44 (DHFR^aCHO^aa : Urlaub. G. et al. (1986) Effect of Gamma R 
ays at the Dihydrofolate Reductase Locus: Deletions) and 5!^'^^i°f " 
1 and Molecular Genetics. 12: 555. 1986) -eS^ t/iHMl.24^^ (HM1.24^#-DG44) 
J; «9 ^>il5v>ADCC^Stt=S:7F:L)to 

G44^fii#i'1Sv>ADCCS14L*^^$ tiOiZ^ LTHMl. 24fiL^-YB-C»±l^V.ADCCtStt 
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[0 1 2 01 

mmm 8 . Mi 



oche)^<^ffl^^i:x ||iI=^^e®/{'-^i^^^-^^>:(Weitzhandler M. et al.. Journal of P 
harmaceutical Sciences 83:12(1994). 1670-1675)o ;V n - ^ :^ - h U y v (TAKARAii) 
*fflv>fc®5|=Baai(Shimizu Y. et al.. Carbohydrate Research 332(2001), 381-388)1^ 
X 19 U^hfz^mmnm L. 2-T 5 y t? V v > J: ^M^^^o (Ko^do et ah 
Agricultural and Biological Chemistry 54:8(1990), 2169-2170)o ^hitfz?Mmm 

mmtLfzo 

[0 12 11 

2 . mmMmm<DMmwpLCK x^^m ^n„^^ * ^ 

±K##'M 8 (^ia<^^i*t?. :$:^B^OYB2/0S5fe^'f^> :S. WMWfl- 1 LTCHOS^O 
^>($:l-ov^TPA4l:miI<0Pm=^^Toyi^. 0DS*9A(TAKARA|!i Palpak Type R)lCj:;5>iJ^ 
*BHPLC^W*^fV^^ ^u-rV^r^A^it^Lfzo mm^m.^(^mm^'itm.l^X. YB2/0fi 
*^#:0«mii> 20^;d-f>35^t-eiCi#aj-r*7=i->^ISIbi:^t^^tt^MiI(A-D)Ot 

- ^ miuiimw. $ tL/c (m 8 ) o 

[0 12 21 

3. mmMmm<r>ZL:k%^y}^>^iiZX:h^m -„«„^.- ^ 

mi^(0^m-^. 3|s:%H^(^YB2/0S*:tn:#i^ov^t:PA'fbffilft<75pii^fro/c 

ODr^t; 7 A J; ;5.mffiHPLC^*f:g.t>'T $ > 9 A (TAKARA^ Palpak Type N) i ^ M 
X S MffiHPLCT. »S!iPA<ki^m<^) ^ >- tr- 'Sra^S'li ^jt^HPLClcT^^ b 

[0 1 2 3 1 

PA'fkM^iinl.(TAKARA$li> yi^-^^U. ^-fb^XH^ ; II 9 ^K. 0, 
Pt ^ <) i: OHPLClc:^ It ?#mMOJt«e35.tFrOF-MSl:: X ^ ^l:?t^t' Ttr o /io R 

^%fifz^mm<oim)}c.^^imzw^-f (j. K<^Eso:s.tFN. ooesij}±:$:##^ji^jv>t 
cDYB2/os*ta;#{±> y^-7.<Dm^^'mmmmx±M^\^^ J.o/^M■fe^5'X'^ v^^gicnac 

[0 12 4] 
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20/ 



mi] 



EL 



mm 








A 


-Fuc» -Bisecting GlcNAc 


17. 7% 




B 




9. 9% 




C 












1.9% 




E 


+Fuc, -B j sect 1 ng 6 1 cNAc 


22. 9% 


55.2% 


F 




21.4% 




G 




5.5% 




H 




5.4% 




1 


-Fuc. -<*Bisecting QlcNAc 


2. 0% 


3.3% 


J (K) 




1.3% 




M 


-H^uc, ^Bisecting GlcNAc 


3. 7% 


8. 0% 


N(0) 




4. 2% 





[0 12 5] 




[0 12 61 
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141: 11 




10 1 2 71 
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lit 2} 




m«E#2 0 0 4-3 0 8 9 1 0 2 
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) t^MMtbGnTIII ^ti-Virhm.mm (IB^J«-f- : 31) (GnTIII mut.nuc) tMit 
lihGnTIIHi> pcDNA3.l(Hygro-) (Invitrogentt) OXhoI/HindlllgPfiClc^^.^. SS^J 
[0 12 91 

#^M10. HMl. 24jjL>a:-DG44liiaCH0^B^.t^g)GnTIIIg)^lE 

JiIB##^J9t?# lb tt/clO ;i g<7)GnTIII/pcDNA3. 1 (Hygro-) ^HMl. 24^#-DG44^mCH0^ 
izoLV^ hn^°V-v3>feTn.5kV, 25fzF(D^WX-mXLi-Zo %«l±5% C02^ 
-^-I^T'37X: -Q'^-ofZo (Falcontt) tl. 10% FCS=S:'^tpIMDM^* ( 

Gibco1±) '^fflV>-C. lO^Jia/lOO ;^/L/well•C^§i<^^ 2H Lfco 400/z g/mL/^-r 

wr^'yv^^t^mYzs-mmmz^^, i~2^r^. mm(om^^t^^fzo ^^^^^ 

1. 24in:#^#i=^##^2<7)ELISAfei;:: J: ^ i|iJ^ t:^^o 
[0 13 01 

GnTlU^mm&0K§km.-^^fz^}'itmMl.2Amiif^m&mm. (^n->'No.l~3l) 
-r^y^V ^tiJmi . 2Ami^R xmi . 2A^'^-DGU<D^mm. * ^^aSS 400ng/ml Ki^m ffl 
T^^iU ##f?!l6l^^LyJ:*^'SrffiV>TADCCiStt=S:iiiJ^LJfc«tL^^ (I1I12) o 

mm Kmcm^ t\iv ^mmi . 243^L'^^ms:i3 x tpmmmm =sr u -c 7. ^j^; - - > 

:^^=^^ffv>^ (57B2) 'Ir^fco 

[01311. 

GnTIII =^ S^fiJ 6*j ^^fz}^y itmm. . 24^#:^^» K^^ir^^v ^tmm . 24tn; 

7B2) tHM1.24tru#:-DG44*Jt^t/c^:i:. V^-f :h.<^iJ' n - y <i>HMl. 24tn:^^-DG44 J; «9 ^> ili 
v^ADCC»=S:^L/co 
[12IBO^#'&S^Wl 

[0 13 21 ^ 

[gill IHlii. (MCF?, WiDr:i3 i W'Xaki-l) izMi-^-t: h'fbOT 

1.24^#<^^j4>'te=^^-r^9 7T'$);5.o nmt^±UWtLti\^V^tWMl.24:1^^. 
MgGlfcRJ&^-fr/i^-e^^o 

[1121 iii2{±. \^vm'f^mmmw (mda-mb-23i, BxPc-3:fe i ota-d izn-t^^}^ 
^mmi.2Ami$-<^KJB^^m-t^^y'(^^^o mm^^^^^^^f^^ h'fkifiHMi.24m 

#x ^^{i^^^mii MgGlfc;KJ:&$-i^fwft^tr*;i)o 

[^3] msit. (gold 205;fej:micc-5) izM-r^^V'\tmMi.2 

mi^<^K}B^^^ir^' "7 yX-hZo ^^{tm^fe^^LJ^viTi Kb^HM1.24tlt#^ 
{±^^^1^11 MgGl t RliD $ ^t/c^3^-e^ o 

[1141 114 i±, }iYimmi.2mi^<D\^Ym^mmum^M-t^p^cc^^iyj^irv 

^7 *!7 "^T* 2^ ^) 

[1151 HSti. YB2/0t?%a$-^/cffll^t: h<bJn2M1.24^#OSDS-PAGE (12%T) O 
/'?^->=^^-ro :£I1 : jlTc^^T. : #^«x^i1^To fflMi^ YitmMi.2m^ 

[H 6 1 H 6 ti. M1.24tlt'^-DG44i:HM1.24ilL#-YBO^ia:#mfiEl-:fe^t^ t hPBMC<7) 
• ADCCffi^^:, mm<omi.24mm^mmmMm26. HMSI, HM21, HM36)=Sr^6<I«BBfei: 
LT. E/T ratio=25-ca!l^L/c*&:i:-^*^o 

[ H 7 1 H 7 {± . HMl . 24tfb#-DG44 1 HMl . 24^#-YB 1 m g/mL ;^ It ^ h PBMCO ADCC 
mn^. mSltm&^mBt ^ E/T ratio=l, 5, 25-ei|ljab/i^*t?*>*o 
[1181 HSli^ CH0S5fe<^^#(a)5.tnfB2/0S3^^#(b)^-e>P^t/cPA>fb^ilO7t 

ffiHPiJc^n-7V^7A-e*;&o m^mm.<r>m.mKx^mm^'^^'->^^i^^^ ^^-yb 
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2/0fi5^tfL#t?{±, 7 3 - L tL-l. tr- # (A-D) 7&«iitjn LTv^Sili:'Sr75 

[mil] mifi. VihGnTIII cdm<D?mzX^^^^K^mLii:-:fy^-^-W.nt 
L , VI h GnTIII cDNAikSa^j ^ L o 



[HI 31 Illl3{i> HM1.24^5L#-DG44tGnTIim^CH0»a*li >^b*LHM1.24*fL<*0 
^tfL#J^JRt'*5tt^t; hPBMC<^ADCC?g'l4^^ HM36=£r«fi*imi: tr> E/T ratio=25 

[014] mUit. ^^m^ h GnTIII =Sr3- Ki-^m^IB^iJ (ia^J#-^ : 30) (GnTI 
II ori.nuc) t^MMli > GnTIII ^ n - Ki-;|,m»IB^J : 31) (GnTIII _m 

ut.nuc) tnit^^-to m^. mmt. mm^ioMBi-^^^-^^^—x-^^^ii^Tj^ 

■To 

[01 51 mi5ii. > GnTIII 3 - KI-S^i^iB^J (iE^J#-^ : 30) (GnTI 

II ori.nuc) b GnTIII ^ n - K-f ;i.i^^SB^iJ (SB^J#-^ : 31) (GnTIII jn 

ut.nuc) tMit^^iTo m^. mmn<^nfB-t ^M^^^^-'^^^^ ^ i^^^^ 

to 

[01 61 Ell6t±. lib GnTIII S: n - K^T ^^M^O (ie^J#-i- : 30) (GnTI 

II ori.nuc) fc^^Mth GnTIII ^ =i - Vir i,^mmn (SE^J^-^ : 31) (GnTIII _m 

ut.nuc) tnit'k^to seni±> mmwMm-r^^&Ti)m-'c^:h^ti7i< 

[mi 71 |2I17ii. h GnTIII =S: 3 - K-f S i^*BB^J (iB^J#-^ : 30) (GnTI 

II ori.nuc) ii^MMt h GnTIII ^ =i - Vt ^^^MM (@B^J#-^ : 31) (GnTIII _m 

ut.nuc) tnit^^-to m'^. m.mi. mmn<onjB-t^^mf>m~x-$>^^ti:7F^ 

i-o 

[mi 81 mi8t±. h GnTIII n - Ki" ^ ^^iS^iJ (i5^ij#-f . 30) (GnTI 

II ori.nuc) tm^M^^ h GnTIII 4r n - K-f^i^^Se^J (@B^J#-^ I 31) (GnTIIIjn 
ut.nuc) tnit^mto sept*, MlB^JOitS-tsmafe^^lWI— -e*);&Ci:^7p: 

-To 

[m 1 91 miOii. i^J^Mt h GnTIII =^3- V^t^Mmmn (@B^J#-f- : 30) (GnTI 
II ori.nuc)- t^mm^ h GnTIII *=i- Ki" ^m^fB^J (@E^J#-^ : 31) (GnTIII _m 
ut.nuc) tnit^^-To m4'^ M^lti. MSB^J ^MI^t&^IWI— -Cafe-S 'Sttp 
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SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Pharmaceutical composition for treatment of solid cancers 

<130> H757 

<160> 2 

<210> 1 

<211> 1073 

<212> DNA 

<213> Homosapiens 

<223> Nucleotide sequence coding for HM1.24 protein antigen 

<400> 1 

gaattcggca cgag^atct gg atg gca tct act teg tat gac tat tgc 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 
1 5 

aga gtg ccc atg gaa gac ggg gat aag cgc tgt aag ctt ctg ctg ggg 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 
10 15 20 25 

ata gga att ctg gtg etc ctg ate ate gtg att ctg ggg gtg ccc ttg 145 
He Gly He Leu Val Leu Leu He He Val He Leu Gly Val Pro Leu 

30 35 40 

att ate ttc ace ate aag gee aac age gag gee tgc egg gac ggc ctt 193 
He He Phe Thr He Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 

45 50 55 

egg gca gtg atg gag tgt cgc aat gte ace cat etc ctg caa caa gag 241 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

ctg ace gag gee cag aag ggc ttt cag gat gtg gag gee eag gee gee 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 

75 80 85 

acc tgc aac cac act gtg atg gee eta atg get tec ctg gat gca gag 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

aag gee caa gga caa aag aaa gtg gag gag ctt gag gga gag ate act 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr 

110 115 120 

aca tta aac cat aag ctt cag gac gcg tct gca gag gtg gag cga ctg 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

aga aga gaa aac cag gte tta age gtg aga ate gcg gac aag aag tac 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg He Ala Asp Lys Lys Tyr 

140 145 150 

tac ccc age tec cag gac tec age tee get gcg gcg ccc cag ctg ctg 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

att gtg ctg ctg ggc etc age get ctg ctg eag tga gatcccagga 575 
He Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 

agctggcaca tcttggaagg tccgtcctgc tcggcttttc gcttgaacat tcccttgatc 635 
tcatcagttc tgagcgggtc atggggcaac acggttagcg gggagagcac ggggtagccg 695 

ajSE# 2004-3089102 
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gagaagggcc tctggagcag gtctggaggg gccatggggc agtcctgggt ctggggacac 755 
agtcgggttg acccagggct gtctccctcc agagcctccc tccggacaat gagtcccccc 815 
tcttgtctcc caccctgaga ttgggcatgg ggtgcggtgt ggggggcatg tgctgcctgt 875 
tgttatgggt tttttttgcg gggg^ttg cttttttctg gggtctttga gctccaaaaa 935 
aataaacact tcctttgagg gagagcacac cttaaaaaaa aaaaaaaaaa aaaaaaaaaa 995 
aaaattcggg cggccgcc 1013 
<210> 2 
<211> 180 
<212> PRT 
<213> Homosapiens 

<223> Amino acid sequence of HM1.24 protein antigen 
<400> 2 



Met 


Ala 


Ser 


Thr 


Ser 


Tyr Asp Tyr Cys Arg 


Val Pro Met Glu Asp Gly 


1 








5 


10 


15 


Asp 


Lys 


Arg 


Cys 


Lys 


Leu Leu Leu Gly He 


Gly He Leu Val Leu Leu 








20 




25 


30 


He 


He 


Val 


He 


Leu 


Gly Val Pro Leu He 


He Phe Thr He Lys Ala 






35 






40 


45 


Asn 


Ser 


Glu 


Ala 


Cys 


Arg Asp Gly Leu Arg 


Ala Val Met Glu Cys Arg 




50 








55 


60 


Asn 


Val 


Thr 


His 


Leu 


Leu Gin Gin Glu Leu 


Thr Glu Ala Gin Lys Gly 


65 










70 


75 80 


Phe 


Gin 


Asp 


Val 


Glu 


Ala Gin Ala Ala Thr 


Cys Asn His Thr Val Met 










85 


90 


95 


Ala 


Leu 


Met 


Ala 


Ser 


Leu Asp Ala Glu Lys 


Ala Gin Gly Gin Lys Lys 








100 




105 


110 


Val 


Glu 


Glu 


Leu 


Glu 


Gly Glu He Thr Thr 


Leu Asn His Lys Leu Gin 






115 






120 


125 


Asp 


Ala 


Ser 


Ala 


Glu 


Val Glu Arg Leu Arg 


Arg Glu Asn Gin Val Leu 




130 








135 


140 


Ser 


Val 


Arg 


He 


Ala 


Asp Lys Lys Tyr Tyr 


Pro Ser Ser Gin Asp Ser 


145 










150 


155 160 


Ser 


Ser 


Ala 


Ala 


Ala 


Pro Gin Leu Leu He 


Val Leu Leu Gly Leu Ser 










165 


170 


175 


Ala 


Leu 


Leu 


Gin 














180 









<210> 3 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer Initial (BamHI) 

<400> 3 

tttctcgaga tgagacgcta caagctcttt ctcatgttc 39 
<210> 4 
<211> 
<221> DNA 

<213> Artificial Sequence 

miiFf^F 5!nn4 — .^oRQi n?. 
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<220> 
<221> 
<222> 

<223> Foward primer 1-97 

atgagatgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 

ctgcacttct tcaagaccct gtcctatgtc accttcc 

<210> 5 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 78-177 

cftg'tcctat gtcaccttcc cacgagaact ggcctccctc agccctaacc tggtgtccag ^60 

ctttttctgg aacaatgccc cggtcacgcc ccaggccagc 

<210> 6 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 158-259 

c^tcacgcc ccaggccagc cctgagccag gaggccctga cctgctgcgt accccactct ^60 

actcccactc gcccctgctg cagccgctgc cgcccagcaa gg 

<210> 7 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 
<221> 
<222> 

<223> Foward primer 239-331 

^ccgclgcc gcccagcaag gcggccgagg agctccaccg ggtggacttg gtgctgcccg 60 

aggacaccac cgagtatttc gtgcgcacca agg 

<210> 8 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 312-409 

t^Utlt. ccaccaag. ctg^Et ct^ttcaaa ccc.^^ a^tect^a ^ ^60 ^ ^ ^ 
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gagaccgcct ccgggacgac cggaggagaa gcctgagg 98 
<210> 9 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 390-472 

<400> 9 

accggaggag aagcctgagg gggccaacgg atcctcggcc cggcgaccac cccggtacct 60 
cctgagcgcc cgggagcgca egg 83 
<210> 10 
<211> 
<221> DNA 

<213> Artificial Sequence 
<220> 

<221> 
<222> 

<223> Foward primer 453-556 
<400> 10 

gagcgcccgg gagcgcac^ ^ggccgagg tgcacgacgc aagtgggtgg agtgcgtgtg 60 
tctgcccgga tggcacggac ccagctgcgg cgtgcccact gtgg 104 
<210> 11 
<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 535-618 
<400> 11 

agctgcggcg tgcccactgt ggtgcagtat tccaacctgc ctaccaagga gcggctggtg 60 
cccagggagg tgccgcgccg cgtc 84 
<210> 12 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 
<221> 
<222> 

<223> Foward primer 598-696 
<400> 12 

agggaggtgc cgcgccgcgt cattaatgct atcaacgtca accacgagtt cgacctgctg 60 
gacgtgcgct tccacgagct gggcgacgtg gtggacgcc 99 
<210> 13 
<211> 
<221> DNA 

<213> Artificial Sequence 
<220> 

mtiF^ ?. 004. — .^n8<)10i> 
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<221> 
<222> 

<223> Foward primer 677-777 

^ggcgicgt ggtggacgcc tttgtggtgt gcgagtccaa cttcacggct tatggggagc 60 

cgcggccgct caagttccgg gagatgctga ccaatggcac c 

<210> 14 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 758-820 

agatgctgac caatggcacc ttcgagtaca tccgccacaa ggtgctctat gtcttcctgg 60 
acc 

<210> 15 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Foward primer 801-870 

gctctatgtc ttcctggacc actttcctcc tggaggacga caagatggat ggatcgccga 60 

cgactacctg 

<210> 16 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer EndCHindlll) 

<400> 16 37 
tttaagctta ctagacttcc gcctcgtcca gttttcc 

<210> 17 
<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 
<221> 
<222> 

<223> Reverse primer 1596-1488 



ctagacUcc gcctcgtcca gttttccccg agcaggcggt cttccttcag gacccctgtg 60 
gcgccatcct cccgcagccg tgctcctggg ctcctggtag gggttgtcc 
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<211> 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1508-1407 

ggcLiggt aggggttgtc cagaaggtag tggaaccggt cgtagttctt cagcaggtac ^60 

ttgggcgcat acatgtgctc gctggggtct gcaggcgggt ac 

<210> 19 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1427-1324 

ctggggictg caggcgggta ctcttgctgc gtgccgtcga accagccccc ggtgcggatc ^60 

aggccgcgga tgtagttcag gtcccgcttg tcctcgtagt cacc 

<210> 20 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 
<221> 
<222> 

<223> Reverse primer 1344-1244 

^tgcUgtcc tcgtagtcac cccagcgtgg gaagtcgcca ttctgggcgg acacgagctt ^60 

gaagtagatg ccctcgggcg tgaagcacca ggagcagtgc c 

<210> 21 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1264-1162 

tga^cacca ggagcagtgc cagccggcga agtgaagggg gctgcccagc gaccactgca ^60 

ccaggatgtg tccggtgcgg ttctcatact gtctgaagtt gg 

<210> 22 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 
<221> 
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<223> Reverse primer 1182-1084 

ctcatactgt ctgaagttgg gcatggtgta gtattggcgg cggcgcaggc ggatgccgtc 60 

cagcccatac actgcctgca gcatgtccac cgtgcagcc 

<210> 23 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1103-1004 

ica^g?cca ccgtgcagcc tgacaccacc tccagggtgc ccggttgctt ccaaaagaat ^60 

ccgtagagcg acgtgcgcat gtggaaggcg aagggctcgg 

<210> 24 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 1023-922 

gt^Jgcg aagggctcgg tccagccatc gtagagcttg aggaacagga cgccgtcacg ^60 

ggccgggatc tcgtccgcat cgtcaatgat gaagacgtcg tc 

<210> 25 

<211> 

<221> DM 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 941-851 

^taa^gatga agacgtcgtc gggccgcagg ttgcgcagcc gcgagacgcc gtcctgggtg 60 

aggaaggtgc gcaggtagtc gtcggcgatc c 

<210> 26 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 870-801 

ctS?4tcg tcggcgatcc atccatcttg tcgtcctcca ggaggaaagt ggtccaggaa 60 

gacatagagc 

<210> 27 

^^"^ mSE#2 0 0 4-3 0 8 9 1 0 2 
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<221> DNA 

<213> Artificial Sequence 
<220> 

<221> 
<222> 

<223> Reverse primer 380-300 

gtcg^tclct ccagcatctt ggtgccgggt ttgaagcaga cgcctccagc cttggtgcgc 60 

acgaaatact cggtggtgtc c 

<210> 28 

<211> 

<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Reverse primer 320-241 

atgLfact cggtggtgtc ctcgggcagc accaagtcca cccggtggag ctcctcggcc 60 
gccttgctgg gcggcagcgg 
<210> 29 

<211> 
<221> DNA 

<213> Artificial Sequence 
<220> 

<221> 
<222> 

<223> Reverse primer Bam-359 

ntg^tccg ttggccccct caggcttctc ctccggtcgt cccggaggcg gtctctccag 60 

catcttgg 

<210> 30 

<211> 1596 

<221> DNA 

<213> Homo sapiens 

<223> Nucleotide sequence encoding human GnTIII 

:fg'4cgct acaagctctt tctcatgttc tgtatggccg gcctgtg^^^^ catctccm 60 
ctccacttct tcaagaccct gtcctatgtc accttccccc gagaactggc ctccctcagc ijw 
ccSacctgg tgtccagctt tttctggaac aatgccccgg tcacgcccca ggccagcccc 180 
SeccSgS gccctgacct gctgcgtacc ccactctact cccactcgcc cctgctgcag 240 
ccS2 SSggc |gc?gaggag ctccaccggg tggacttggt gctgcccgag 300 
SaccacS agtatttSt gcgcaccaag gccggcggcg tctgcttcaa acccggcacc 360 
SSgcS af4ccg?c ?c?gggacgg ccggaggaga agcctgaggg ggccaacggc 420 
?S?cScS ScSccacc ccggtacctc ctgagcgccc gggagcgcac ggggggccga 480 
CRCgcSSc Stgggt ggagtgcgtg tgcctgcccg gctggcacgg acccagctgc 540 
ScScSa ?^SIgtSa Saaccaac ctgcccacca aggagcggct ggtgcccagg 600 
gStgccgc gccgSt?at Lcgccatc aacgtcaacc acgagttcga cctgctggac 660 
SSS'c Lg^g?tggg cgacgtggtg gacgcctttg ^f^^^^^ , , , 
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acggcttatg gggagccgcg gccgctcaag ttccgggaga tgctgaccaa tggcaccttc 780 

gagtacatcc gccacaaggt gctctatgtc ttcctggacc acttcccgcc cggcggccgg 840 

caggacggct ggatcgccga cgactacctg cgcaccttcc tcacccagga cggcgtctcg 900 

cggctgcgca acctgcggcc cgacgacgtc ttcatcattg acgatgcgga cgagatcccg 960 

gcccgtgacg gcgtcctttt cctcaagctc tacgatggct ggaccgagcc cttcgccttc 1020 

cacatgcgca cgtcgctcta cggcttcttc tggaagcagc cgggcaccct ggaggtggtg 1080 

tcaggctgca cggtggacat gctgcaggca gtgtatgggc tggacggcat ccgcctgcgc 1140 

cgccgccagt actacaccat gcccaacttc agacagtatg agaaccgcac cggccacatc 1200 

ctggtgcagt ggtcgctggg cagccccctg cacttcgccg gctggcactg ctcctggtgc 1260 

ttcacgcccg agggcatcta cttcaagctc gtgtccgccc agaatggcga cttcccacgc 1320 

tggggtgact acgaggacaa gcgggacctg aactacatcc gcggcctgat ccgcaccggg 1380 

ggctggttcg acggcacgca gcaggagtac ccgcctgcag accccagcga gcacatgtat 1440 

gcgcccaagt acctgctgaa gaactacgac cggttccact acctgctgga caacccctac 1500 

caggagccca ggagcacggc ggcgggcggg tggcgccaca ^gtcccga gggaaggccg 1560 

cccgcccggg gcaaactgga cgaggcggaa gtctag 1596 
<210> 31 
<211> 1596 
<221> DNA 

<213> Artificial Sequence 

<220> 

<221> 

<222> 

<223> Artificial nucleotide sequence encoding human GnTIII 
<400> 31 

atgagacgct acaagctctt tctcatgttc tgtatggccg gcctgtgcct catctccttc 60 

ctgcacttct tcaagaccct gtcctatgtc accttcccac gagaactggc ctccctcagc 120 

cctaacctgg tgtccagctt tttctggaac aatgccccgg tcacgcccca ggccagccct 180 

gagccaggag gccctgacct gctgcgtacc ccactctact cccactcgcc cctgctgcag 240 

ccgctgccgc ccagcaaggc ggccgaggag ctccaccggg tggacttggt gctgcccgag 300 

gacaccaccg agtatttcgt gcgcaccaag gctgga^cg tctgcttcaa acccggcacc 360 

aagatgctgg agagaccgcc tccgggacga ccggaggaga agcctgaggg ggccaacgga 420 

tcctcggccc ggcgaccacc ccggtacctc ctgagcgccc gggagcgcac ggggggccga 480 

ggtgcacgac gcaagtgggt ggagtgcgtg tgtctgcccg gatggcacgg acccagctgc 540 

ggcgtgccca ctgtggtgca gtattccaac ctgcctacca aggagcggct ggtgcccagg 600 

gaggtgccgc gccgcgtcat taatgctatc aacgtcaacc acgagttcga cctgctggac 660 

gtgcgcttcc acgagctggg cgacgtggtg gacgcctttg tggtgtgcga gtccaacttc 720 

acggcttatg gggagccgcg gccgctcaag ttccgggaga tgctgaccaa tggcaccttc 780 

gagtacatcc gccacaaggt gctctatgtc ttcctggacc actttcctcc tggaggacga 840 

caagatggat ggatcgccga cgactacctg cgcaccttcc tcacccagga cggcgtctcg 900 

cggctgcgca acctgcggcc cgacgacgtc ttcatcattg acgatgcgga cgagatcccg 960 

gcccgtgacg gcgtcctgtt cctcaagctc tacgatggct ggaccgagcc cttcgccttc 1020 

cacatgcgca cgtcgctcta cggattcttt tggaagcaac cgggcaccct ggaggtggtg 1080 

tcaggctgca cggtggacat gctgcaggca gtgtatgggc tggacggcat ccgcctgcgc 1140 

cgccgccaat actacaccat gcccaacttc agacagtatg agaaccgcac cggacacatc 1200 

ctggtgcagt ggtcgctggg cagccccctt cacttcgccg gctggcactg ctcctggtgc 1260 

ttcacgcccg agggcatcta cttcaagctc gtgtccgccc agaatggcga cttcccacgc 1320 

tggggtgact acgaggacaa gcgggacctg aactacatcc gcggcctgat ccgcaccggg 1380 

ggctggttcg acggcacgca gcaagagtac ccgcctgcag accccagcga gcacatgtat 1440 

gcgcccaagt acctgctgaa gaactacgac cggttccact accttctgga caacccctac 1500 

ca^agccca ggagcacggc tgcgggagga tggcgccaca ggggtcctga aggaagaccg 1560 
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